D8 
10/591,214 



(12) tt«Ptt*ftlSI=»-3^-C^BB**ifcHIBtt« 



(19)ttjTOHi?r*ttttlH 

(43) SRRftMB 
2006^2 £2 0 (02.02.2006) 




PCT 



(10) SIBaBi!B# 
WO 2006/011615 Al 



(51) S»t#»#S : A61K 45/00, 31/192, A61P 3/10, 43/00 (74) 



(21) @B8ti!BB#^: 

(22) S^ttliSB: 

(25) ®&m<Dwm: 

(26) SR^iBtDWig: 



PCT/JP2005/0 13995 
2005*7^26 0 (26.07.2005) 



(30) gftlfT-*: 

4#8S2004-2 1 8736 2004 *7 27 B (27.07.2004) JP 



(71) 



(72) 
(75) 



XaX*M*3*tt (TAKEDA PHARMACEUTICAL 
COMPANY LIMITED) [JP/JP]; T 5410045 *K/fr:*:IE 
rti+*Eii^»IIZaTi 1 Si # Osaka (JP). 

JBW#/tblHA (*Hlw-3^r<D^): 
(SUZUKI, Nobuhiro) [JP/JP]; T3004293 < If 

rfiftS 1 OS*aBaSlD a nX*tt^#ttrt Ibaraki(JP). 
ft* IEH (SUZUKI, Masami) [JP/JP]; T 5328686 *E 

j&*Em»JHE+=*ar-Ti i 7fs s^rebx 

P a p X3M*3e£*lfc Osaka (JP). £JI| ®* (ASAKAWA, 
Tomoko) [JP/JP]; f 5328686 *BSJfrXB5rrJ SEJII K + 

HWiTi 1 7*8 5*KBBax&ft£*4± 

ft Osaka (JP). Jnffil & (KATAOKA, Osamu) [JP/JP]; T 
5328686 *Rjfr*Em»JIIR+H;Mr-TB 1 7# 
8 5^ Kffl^Q a gX3M*5e£*ifc Osaka (JP). 



ftSIA: iSfl - (TAKASHIMA, Hajime); T 5410044 
ffl£tfr;*;li£ft!£®5 tf ;U Osaka (JP). 



(8i) tt£H(a«a>fcnHy, zxommomft&m 

Jb< Wtt): AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, 
BR, BW, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, 
DM, DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, HR, 
HU, ID, IL, IN, IS, JP, KE, KG, KM, KP, KR, KZ, LC, LK, 
LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, 
MZ, NA, NG, Nl, NO, NZ, OM, PG, PH, PL, PP, RO, RU, 
SC, SD, SE, SG, SK, SL, SM, SY, TJ, TM, TN, TR, TT, 
TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM, ZW. 

(84) nzmfcipotjiiw)* ±T<Dwm<DttMWKtim 

US): ARIPO (BW, GH, GM, KE, LS, MW, MZ, NA, SD, 
SL, SZ, TZ, UG, ZM, ZW), 1-7V7 (AM, AZ, BY, 
KG, KZ, MD, RU, TJ, TM), 3 - P V (AT, BE, BG, 
CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HU, IE, 
IS, IT, LT, LU, LV, MC, NL, PL, PT, RO, SE, SI, SK, TR), 
OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, 
MR, NE, SN, TD, TG). 



Bttttl 



(54) Title: REMEDY FOR DIABETES 

(54) nwozm MR****! 



(57) Abstract: A remedy for diabetes with secondary sulfonylurea failure which contains a GPR40 agonist. Namely, a remedy for 
diabetes with secondary sulfonylurea failure capable of exerting excellent effects of secreting insulin and lowering the blood glucose 
level even on diabetic patients on whom sulfonylurea compounds or rapidly acting insulin secretion promoters can exert no insulin 
secretion effect and thus a sufficient hypoglycemic effect cannot be established. 
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10 ^7t-^!>^7 2i!)ci^) (Sulfonylurea secondary failure) #31 # w £ ft 
GPR407^~* M4 % lljfUHKXft^ LT#fflt»*>*^i:*«*PbH-C 

15 TIS#fl : ^l~5#^) . 

#ff«2 : BB^|JH&W02004/022551^/^7Uy h 

#W5:i^3 : HR|^iM|gW02004/041266#/> , ^7W'y h 

#1*308*4 : (S^M^W02004/106276^^7 U y b 

20 #flFXitt5 : ffl^W^W02005/'051890^/N o y7 b 
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1) GPR407=^* b ft &X*y 2fcm%}W%ffiti3%M 

l ) ftMvm ; 

5 3) */u7*=/i^i'7 2&»^ii$tt^ v*y >^^iEjis^sia-r?>^ia 

l ) HE&tf>#J ; 

4) GPR407=^* htf%gm&£V*?*>&WLM1-Zm&'a$i'$-%i\:&V0X*h 
5BufEl) f2®£>£ij ; 

5) GPR407^* h&&. : 

Y — COOH (I) 

l ) lEfto^J ; 

15 6) ^^7^^/H?UT2^^||^^»J<0®Jjg<Dfc«)O, GPR407=*=*h 

7) piiL»»i-*rbT, gpr407^^^ h<Dmmmz®5--t2>z t %&wik-fz>. 
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#W*W#«K GPR407^=* h £ li> GPR40$##^» LT7 hfe®. (i& 

Sfc, GPR40T=i'=* htt, GPR40S««E»-»-*"Sr^=^ 

GPR407^~;* Mi, ^rt"COftWSrS»trfl|ig3E'fkfl£i:*ofcft^GPR40SS 
10 fl£K*t-f5T=f=* rfi|ttftjW«bj T'fcoTfcJ;v\ $ 

GPR407^~* hits &ftft\z*3rtZ>£M&1frTvmm*W&L#\c±ZRfc\z£ *) 

GPR407=i , = * hO^ftflli: HXT<D (1) ~ (7) iWtf&ftS. 

( 1 ) W02004/041266^|E^$tlfc^#^*5<tU ? *^^-^Sr^tt}-r5SSr-^W-r 

* L < liaS : 




(5fc«K aJPfijUftSSr^TL-Cv^tiv^SjltSr, iQli-Y-COOH^ 
20 %7jk-t) ■vmztiZik&to (£AT\ ft^fc (I) irl&IE-rsr £flS*>5) t>L< 

m^mmmmtLXit, fcmm+umzmmm*. mnm^Rxmrnm^ 

e>»tJtt5 i xf*2«, i /j^L4fl©~7-nj!i(-y-&£tf5fc^L i 4i©*s, 

3 
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ft7iy, 77^ ^T^f-J/-/K [b] ft7iy> [b] y 

yf7^-/K t7F [2, 3-b] f-*7x.V s fc°P-/K * S ^'/-/K t' 

7 t-y^v, t°yi>v^ fy^^y, -y^k-zk -Yy-f 

#;W^/-/K ^-*/Hly, 7itVh!/^ 7^P^ ^st"^, 
f7/-;K ^yf7/-/K 7x/f7^y, << y**f-y-/K 7 7tV, 

15 dr-/ug ; W&£]nX\,^Xh£.^C 3 - 8 i/? p7/^/H ; g&£*iWTib .£ 

_ 6 7/vWtS ; fr/v^^m ; g&^ftT^Tk ,_ 6 T/w=3r/w-^/i-^ 
; KlftSixTV^t«tv^C3_ 8 ^^ pr^^-*/^^^S ; C,.,7/v 
#/l/7^*=/H ; C 1 . 6 7/l'#;^/l'7>f=;i/S ; ^^1'7? ;1 ; 

_^st uT >V*;\s-1i )\y#~)VT % /m ; B&£ftWt h £. V^C , _ 6 7/^ *r 
i>tU^c,. e 7^3*'y-*^s^'y| ; g&$*ix^Tt> .fcv^y 

25 -C % - t T/l'*/l'-#/W<*-s(/U**i/m ; m^^flX^Xh^^J-C x ^ B T^ 
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77/^^-*/v#=/H ; g&£ftTV>Tfc £V>C 6 _ 14 ry-/w-#/M?-,*' 
5 7?;S; g&$4aTV^tcU^C 6 _ 14 Ty-^-#/i'#~/w**v'g ; g&£ 

;h/CV^Tfc^C a _ 14 Ty-/w*/Mwi'i; ; g&£*iTV^T <b J:V^ 6 _, 4 7* 
V -As* ivy 4 ~>v& ; g& $ *VO t <fcv^ 6 _ , 4 T y -;M/i^*=;ur 5 / 

C 6 _ 14 7 y-/u-C 2 _ 6 T^^-/wS ; g&$«Vti , »T 1 l>J:v^£*8ig ; 
15 x*3it7Yr^$ti5^-<-f— i LTfi, 0tj*.tfgaU£&*rL-c^T<i>.i:i> 

T^drU^S (#*L<I±C 1 _ 1 ,7A"*V':'*) *fcttgfc««:W L-CV^Tfc J: 
20 co-c-^-o- N -N-^fcfi-s-^g&^tLMgfi, arT/u^i^S* 

ns„ g&go&fi, MZ.tti%^L3®x*hz 0 

25 (i) ©*iittt, HH^^M^ns^^^ L<, r.tf>«fc5fc 
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vw^iL i?^^^ =»'^Ks y>=^, 
t^tas^^j: vit&m (i) d^m-rs^^, -r^t>t>^w^M. 

Srg:itM (I) izmtlrZik&MZ^o* 
it&m (I) <Dzf& Yy-yPb b X li x fc-£#J (I) ©7^71^/^, 
20 T^/Mt, U ^$Hb£tt*:<b&$> (#Jx.tf, (I) ©TUPx^ 

f-zi'Mb, 7y=/Wb. y ^/t^'-Mbs (5-^^- 2-^- 

*y-l, 3-i?**y vy- ^--< )V) / f^v^/utf^/Wbs f h5kKn 

;<fb3^ (I) o*ifeSiSTi//Hfcx 7/u*/Wb> U >$Hb> 
25 tf^gMbSaxfefc^tt -fb^fe (i) tf>*Sfc£)6ST-fe?vWb> h 

tt> ^w^y ^^A/*^#s/Hb**ifc<b*«i«st) (i) o*^ 

#*Vgas^*7vWb^ KffcStifcfb^fc (I) *>#/M? 
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5 riS^tfbtls ft^T-Mb^ (I) <D* **A>^ 3t^/K tert-y 

ttZs \t&m (I) ©/o K7y^lt /£JH#J£ 1 9 9 0¥f<J r|l|gp B p(7)W 
10 %\ W,7mft*WL^l 6 3I^P) 1 9 8M^I2«t^tLTV^S«t 9 &£Jif#&tt-e 

fb*4fc (i) KSHk-f 5tro-efco-ct)«tv\ 

tt^fc ( i ) (o&mtemt urn, KToft^ft ( i - i) > d-2), 

(i - 3) , d-4) ^rfbjis. 
4t&to ( i - i ) 



it&V0 (I - 1) ©*T*t>, HAdSl) /M^yy^, 2) C, _ 6 T/U*/U 

3) c,. 6 r/u = 4) AP^yif, c x _ 6 r/w^/uS^/tii 

7 = -/W) , 5) C 6 _ , 4 7U^#i/S (»SL<tt7xy^v') % 43 J; 
^/u^-df-> % ^a-zu^p Mfr***/^ 7 *-;v-7°f-;vjr*i/) frbMtftiZl 



15 




(I-D 



R 
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X 1 ; 
( I - 2 ) 

5* 



io C£t\ sip 1 tt^>-tf^ai*^ri--sji*s*#i-*^<ytfvii*, gtQMsg&g 

(1-2) SP l s^R 1 — E 1 — (R 1 li/Noyyif, 

15 t Kn*'>-C _ 6 T/u+A'i, *^i/-C, _ 6 T ^*/u-*/UjK=/1/ 

^ttJS^Sfctt^^— 9— (#£ L< fi-O-, -CH 2 - 
20 O-, -CO-, -CONH-, — N (CH 3 ) CH 2 -> -S-CH 2 -$.tz 
li-CH = CH-) -C-«£;Jx5g&S&W U $bfcC, . 8 Tiv*^ 

25 (1-2) t « 
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R 2 EM- p> I 




C0 2 H 



(I-2A) 



ft^* ( I - 2 A) (D^T'fc, 

R 2 ^i) ^o^yff ; fc Ko#Vl ; 7 ; ^Bmiif f , ft 

10 HM^-fcJ; tfSfcsRIiiC^kStfftS 1 Xli2@ N 1 ftV^L 4 ffla^^n JOISTS' 

! 4 7U-^7^i, C 3 _ 8 i/t nT)V^/V^ C, _ 6 T^a^rv'S, C, 
15 _ 6 T/W3^riX-*/U7K=^S, C, _ 6 T^^r/W^^-S s Ci . 6 Tfr*)V7.)V 

20 -C, _ 6 Tfr*i\,T% /m ; *;-Xfti?-C 6 _ , 4 7y-/U7^I; c 3 
_ 8 i/^B7/^/H ; ^o^>{fc£ft-CVNT t> J^C , _ 6 T^a^S ; C 
j _ 6 T'/l'^v'-;*//!^-/^ ; Ci _ 6 TVi^u^S ;C,. 6 Tfr*tA'* 
,V7 ; C , _ 6 7^^;i/^^*-;vS ; ^^x/Wb^ftTV^T t> J:l^;*7 

25 -*/W^^/l/l ; v^-C , _ 6 T/U^u-y&yW^^g ; ^/ -Xfiv'-C 
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5 /<*>f/K 3 - b°y vM^/l^^-OK 4 - fc°y v^^/^^-'f/K 
10 m ; 

_ ,7^3*^1 ; -C*>5^»^»* tv\ 
15 <t^» ( I - 3 ) 




( 1-3) 



fl^fc (1-3) »^«3ft«: 
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5 (1-4) 





N 




( 1-4) 



CH 2 COOH 



^P 3 *5 J: tfSlQ 1 tta&a bT»&S&*r LTVNT t «k v^v-tf 
10 Rfi7K^J®^^fcli«^S^^-f-„ ) 

ft£4fc (1-4) ©tfX'fc, R 5 ^C 6 _ , 4 U< {47* = 

/U) *5iO { C l _ 6 TA^^m^hMtiflZ 1 ftV^L 2ffl©BiMi&WLTV*T 
tiV^rv'y/uS (« 1 ^L<«2-^T)/y;uS) ; 
E 3 ^-N (R 6 ) - (CH 2 ) m-ttcit-S- (CH 2 ) m- (R 6 (4tK^ 
15 JBstT-SfcllC, _ 6 7Vi"*-A'S$\ mliO/fV>U3-©»jfc**t) ; 

ft^fc (1-4) <h LTIi, it 
R 9 " 



20 




(I-4A) 



C0 2 H 
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(sOK E 3 M*-N(R U )-CH 2 -, -CH(R n )-0-*fe«-CH(R ll )-CH 2 - <R ,l li7k^0T- 

UK?-, c,_ 6 T^^f/wS*yclic 1 . 6 7/W3 d r^S^, R 9 &£tfR 10 mAlz:L-t, tK 

tt&£*LT^T>b<fcvMv M 7 v-^m w% u< liApyyff, 

5 ^Wfc£ftT^Tt>«fcV^ 1 . 6 T/w=>EVUgv ^P^Wb^ft-CV^-C'b J;^^C 1 . 6 7/^ 
^Tt> J^C.-eT/l^A-g L< fi^*X/Mb£;ftTl^Tt> iV^/l^^iX 
10 (ftt t< fi^tf*^) T-tt&^ft-CV^'b ±v^. 6 r/v^S) ^T^i- 

i/^p^df-fe^) ) fc^j^^T'^ftSfb^tfl 1 * U\ 
{t-a-^ (I) OMft^ti^Jt LTW\ 

(R)-4-[(2,3-v ? t KD-lH-^yT^-l-f^t^^^^^/o^yi ; 
4-[[3-[(2,3-v ? t KP-lH—f^x^-l— r^^-^rv-l^^^/k]^ h 3f vO^y-fe?^ 

3- [4- [ (2' , 6' - v> / fvW k* 7 3i ^/k-3-^ ;U) p< h 3r $/] -2-7;l'tn7i^yl']7 B o 

20 \?JrvWi ; 

3-[4-[[4-[[4,5-v>t Knt7 h [l, 2-d] [l, 3] ^7 T /K7°P tVU) 7 5 

/ ] ^ f ;H v'/l'] t =>r •>] 7 ^ - 7 d t"^-^ ; 

3- [4- [ [4- (2, 6- v 5 * *?)vs< v i?M y **i/]-7 ^~ju]7°n/<yM ; 

3-{4-[(4-{[^ y^P fc'M4-7*-^-l,3-^7y-/l'-2--f/W)7 5 SZtf'M'* 
25 >^)i-^'>]7i^7P^yi; 

3- (4- ( (4- ( ( (2- 7 ^ J * iXT" p t°/U) 7;/)^ * ^ v^U) ^ 7 ~M 
7nxy| ; 

3- (4- ( (4- ( ( i?s< y^7^)^ fvU) ^ ^ * * -» 7 ~>V) Zf P /< > H ; 
3- ( 4 - ( (4- ( ( (2-4 $ ^ / C 1 , 5-a] f !) -7^-3-^ /Uxf ;U) (7 7 ;7 ) ^ f 

12 
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(2) W003/099793^|S^$tVfc^: : 

Xa-Ya-Xa'-Ya^^cT}— Xa 2 -Ya 2 - (C=0) -Ra (II) 

5 SB al41*V^L3®(Djl»S*$e>»I*UTV^Tt>J:V^l,2-Tj/-/W||lSr ; 
Xa, X a'*$J;l>'X a'fiMUTs -0-» -S- % -SO-, -S 

0 2 -> -CO-, -CS-, -CRa 1 (ORa 2 ) - % — NR a 3 — , -CON 
Ra 3 -$fcli-NRa 3 CO- (R a 1 fcteg&c? frT V^T t> «t 

R a'ttTKSIR^^fcttTKKSwfitSISSr, Ra 3 fi**J0HT\ 
Y a tt&*«ci ftv^L2 0©2fl5O|jgl!»B?^b**»KSr ; 

Ya l *5it/Ya 8 tt»SEU"tH 4^12 0©2|(O« 

&<b**«S«r ; 

#C alil/ t ^v^L3fi^e^S^^e ) {^WU■CV^T'b«fcv^ma^C^WS^Sr ; 
15 Ratt-ORa 4 (R a 4 ftTK^J^i^ /tf:£gl& £ ftTV N T t> <t V^-fbTK^S^r^ 
1") £fcf*-NRa 5 R a 6 ( R a 5 «fc T>'R a 6 LT, TksifJj^ g&£H 

■tt R a 5 *5 J; X* R a 6 # Kg-*- § £*jjf(? £ £ Kg& $ tiT V > X t «t V >«*4R Sr 
Mfc-tZ) ZTfrto ] -CSSixS^* OWT, fls^fc (II) ^WHB-tSr. i# 
20 fc5) tL<H j ewi[*fcfi^:<D7 p P F7^. 

(II) Wt^J;0 ! 7 , oK7y^i:lTli, ZtiZ'tiffimLltit&Vo 
(I) ©tf«3j:tf7 p n K7 y^lWM^t^W <bti5„ 
{b#$» (II) <£>*-Ct>v SAa:J5 
1) /ND^ylgT- ; 

25 2) 1 fcV^L 3te©/>ny^^t?gife$ttTV^Tt>J:V>C I . 6 7/1^^2 ; 

3) C 9 . 14 ry-yvS (#* L< fi7a=/u) ; 

4) l^V^L3®^>nyyJii^-Cg^$tLTV^T 1 bJ:V>C 1 . 6 T/l'=i^v'S ; 

5) 1 %^L3B<0'>v?ylR*vm&ZftX^Xt>&W l . t 7/i'*i'/\'?-*& ; 
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6) = hag ; 

7) v/T/S; 

6 l &VNL3j@ott&g&^ft€ftlrLTV^t>J:v\ 

A-) *fcflc,. 12 UBj|l^b7K5R(»*U<tt'>'^p^^^» ; 

10 lBa^C,. 6 7/^;H, C,_, TTWa^-Va^ C,.„75^*^S 

^L3fl (jftU<lillfctt2iB) <Dg&S£-£;ft j e;MrLTV>T'k<fc^e 

15 Xa, Xa'iJir/Xa'WU^^fcli-O- ; 

Y a aSC 1 _ s 7/l'*^>£fcti:C 2 _ 6 7/Wr=^>' ; 

Y a 1 as&£^ ; 

a tf* 

20 1 ) ^P^Vjg^ ; 

2) 1 &VNL3f®<£^ny;/JJiC^T*S&£ftT^Tk J:V^C,. 6 T/w^S ; 

3) l ^v^t3te(7>/^^y^^T*Km$i^XV^T'bctv^C 6 ., 4 Ty-;^S 
L<i±7i^) ; 

4) 1 ^V^L3^@^^P>7 i >i^i : •■CK^^^t^-CV^T't)«tV^C l . 6 T/^^^^S ; 
25 5) 1 3^W^py>M^T-tt^^tvrv^Tt <fc V^C,. 6 T/^^^S ; 

6) t Kp^v-S ; 

7) C 7 . 13 77M/^#^1 (#£L< te^^v^^i') ; 

8) W/g; 

9) [,.,,^07^$ (»*L<tt->^o^^) ; fc£i&»&igtf*lS 1 
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Ra^-ORa 4 (R a 4 Itftt. L < f**gl®T-£ fcfiC, _ 6 T/P^g) ffc 

5 <fc£fc (II) ©MfcJWMifcbTtt;, 

3-[l -7i^-3-(4-[3-[4-(h ]) y )V*vl y fvu) y - 5 - 

^ yu]^ b^)- l H— t'7 5 — f/^/o ; 

2- [3-(3-[3-^ h*^- l-[5-(MJ 7;^n>f/l/)-2-tf!;^] 

- i h - f 7 4 — 'f /t'] *ft3f v/) 7x7^ v'] — 2 — y ^vu^ P ^ 

10 & ; 

3 -[ 2 h=¥^-4-(3-[3-^ -[5-(h L> 

- 2- t°y vvl/|- 1 H-t:°7y*-/W-4--ryW]^P*?drv')73i^/U]7 B n t 0 ^- 

; 

3- [3-(3-[3-at 1 - [5-( h !J 7^py^)-2-t°y 

15 - 1 H- t'7 fr- 4 - ^;V]7*OJj<^V)- 1 -7x^- 1 H- t°7 y*— 

-5— f^^P t'^-y^ ; 
[l-7i=^-3- (4- { 3 -7°P f/U- 1 - [5- (M/7;l/tP^f 

/u) -2-t*!)^/u] -iH-t'7/-^-4-^;H -?Y**y) - lH-bf 

7^-4-^/^ » ; 
20 [2- (3- { 3 — < Vfu fcVW- 1 -[ 5 - (FP7/^o^f^) - 2 - fc° y 

^]-lH-t'7^-4 — { )V) -?xiiS*r*/) -3-n^^7i=/WSt 

[2- (3- { 3-(l -if/i^yp tVW- 1 - [5- (hU7^tD^f^) 

- 2 - 1° y vvw] - 1 H-fc o 7y-/u-4--f/w 7d^v) -3-y 

25 S^gfe ; 

(2-[3-[l-(5-^PP-2-ey vvU) - 3 - ( 1 -xf/u7a fcVu) - 1 
H-t'yV—jV- 4 — T/^^P^drv^]- 3 -y l>^i/7x^) ; 
[ 3 - JifvU- 2 - ( 3 - [3 ->T y-7°P tVU- 1 - [6 - ( h y 

try 3 -wvi/j- 1 H-t o 7y-^-4--fyu]7 p pjK^^) 7^=/ng*£ 
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[2- (3- {3 — ryyntvw-i- [6- ( h y eyyv? 

>-3 — f/U] - 1 H-f ?y-/U-4 --I'M ^n^vO -3-y 

5 [3- (3- O-^y^PtVu-l- [5- (M)7;uto^f;v) - 2 - fc° 
Uv^/u] — 1 H— t°7 y*— 4 — -OW ^d#*'» 
t°7 y-/V- 4 — f/>] TO ; 

[ l -jc^vu- 5 - ( 3 _ { 3 y/ n t°/U- 1 - [5- (MJ7/l/tP^f 
-2-t ff y> J =/U] - 1 H— t°7 "/—JV— 4 — /W y°n^?^^) - l H- 
10 e^y— /u- 4 TO ; 

[ 1 -Ji^vU- 5 - (3- O-T'ntVu-l- [5- (h!J7/^D>f/l') 
- 2 JJ — 1 H—ify V^-JV— 4 — f/W ^P/K^r^) -lH-fc°7 

y-/u-4— f/K) TO ; 

(2 - { 3 - [ 1 - (5-7n^-2-fi) 3 - (1 -^ivy°n fcVu) - 

15 1 H-t°yy— /U- 4--r^]7 P P7f?^riy} - 3 h^v-7^^/U)TO ; 

[2- (3- (3-tert -^fvU- 1 - [6 - ( h ]) fc° y 

^^y^-3-^/u] - 1 h- t°7y-^-4 -4>\<\ y°vi-#*^) 

( 3 ) WO2004/O22551^|E^ $ tltzft. : 




(III) 



It^gSr^U mattO, 1 £ fc.fi 2 b x ma^2f$,5i^ &Rbf3|B] 
tR^SSttfU R b'teS&^ft-C^Tk £ V^#J£g£^ U mAbtett&$*i 

25 -c^Tt =tv^mtt^w»^fc(4B^^n-cv^i:tJ:v^2^^#^-a > s^^ 

(O)mb- (mbtiO, 1 *tzlt 2 Sr^"t) £tf U Y b SSSlIf, 
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-S(0)mc-, -C( = 0)-N(Rb 3 )-^fc(i-N(Rb J )-C( = 0)- 

(Rb'it *mm?. ®&ZtiX^Xb£^m<kfcm&*tztemm£tiX^Xb 

fc^fe (III) ©IfcJ;^pK7^i:LTIj:, ^ft^'ftmlfe Lfc{t£#> 
(I) ©Sis.tt;7°n K7y^i^Wb^^^ t f "b*i3 0 

(III) <D<$Xh. R b^tiftil^^tit^tfc iV^T/i^/kg, T 
10 JJ-/uS*fctt->*P7/W*/ug (#*L< f4, 1 4v^U3ffl^M3y>^* 

r b 2 tffrmm* ; 

15 R b'^g&^tlT^-C^.fcV^^^S («F*t<fl, 1) ^n^yK ; 

2) i %\^3m<D^vy>m*x'm»£tix^xt>£w l . 9 7'/i'*/\'& ■, &i 

b^f^S l&^L3<SOg&££#UTV^t>^7^/l^) ; 

x b immm* 

Xb l «^ mmm**tc&- S(0)mb- (mbllO, l*tcte2*7fk 

■f) ; 

25 Yb«|^fc|j:-C( = 0)-N(Rb 5 )- ( R b 3 it, frmm*. TA> 
(»*U<liC,. 10 7/^S) *fcfl7 7/^;Hi (»* L< fiC,. 13 T 
7/u*/ug) £tfU ^JSmiM'i:, ^^JH^-fiM 2 <t^i"5) ; 
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(4) W002/057783KGPR401) Hy Vt LX&MtZtlltUTVlfclfim, 

trans- J << (retinoic acid) , cis-4, 7, 10, 13, 16, 19- K =» f-^+ra: >- 
g£ (docosahexaenoic acid) , $ f" ^Wt (palmitic acid) , # Jj y&t 

5 (pentadecanoic acid) , ^ y 4 i? y gg (elaidic acid) , ^ Fat!) y| 
(petroselinic acid), -^~f 9 Til ^Sfc (heptadecanoic acid) , h }) 7* $> yj$$t 
(tridecanoic acid), y $ V i'&dauric acid), 77^ K Vjg? (arachidonic 
acid), V J V-i/ggdinolenic acid), h W y@£(palroitoleic acid), # 

7"!) >"g£(capric acid), $ V *^y&(myristic acid), X x T !) ^» (stearic 
10 acid), ^^x^7>^(undecanoic acid)^<!;*^^ii«tL-5^fq*fc(i>Fia?PWC 6 
_ 23 IIhW1o 

(5) W002/057783, WO2004/041266& if fcfBttStlfc TGPR40T h (7)^. ^ 

(6) W02004/l06276tJ:|a«$iXt^: : 



SActt$f)^ii»$^Tv>-c i b«fcv>iS ((at, ^i4^r^-/u, *-*it;/-/k 
20 Xciio, s, so£fcteso 2 &, 






StBctt5ft^L7Jia$:, 



Xdli^#, CH£fcti:CH 2 &, 



WO 2006/011615 PCT/JP2005/013995 

10 t>L<te^<Di££ p K7-y^„ 

te£#> (IV) ©I*5j:tJf7 , nK7y^iLtli, ^H^ftmlfE Lfefk^l* 
(I) ©I^i^P K9y^tlwl*©t>©^*W r bH5o 
(IV) <Dt£i>*ti>s 

15 S ; C 6 _ 14 T !)-/Wg ; t Kp^v'S ; C,. b ^b7^/H, ^atfylkZ 
ft$*xT^Tfc.fcy*C 1 _ 1 o7/u=»*S'£ ; (#$ t< ttx h7t 

20 V^L3^(Dg^^^•LTV^T'b«tV^71 : S^^7k^S (#* L < tt C 6 _ , 4 7 y 
mictiK C 7 . 18 77/V^H, C 6 . 14 7D^S, C,_ 10 T 

c , . , S4 w^itfns i ftv>L3*@£>B&£ 

25 WT % /—/K Fy7/-/K ff7/-/K tU$^, ^X^5^-/K 
^>F-/H ; 

Xe# % ;-0-;-S-;-CHj-;-CO-;-CH 2 0-;-CH 
2 S- ; NJD5C : f±^C 1 _eT/W*/W«*J«tVC 7 _ I6 T9^/l<'fi^feai«rn*tt 
LT^Tt <fc^-CH 2 NH- ; -OCH 2 - ; -SCH 2 - ; Nlg^± 
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tJ;^-NH-CH 2 - ; -CH 2 CH 2 0- ;-CHjCH 2 S- ; *fc«N0^ 

Tt<fc^-CH 2 -NH-CO- ; 
5 Xfd^ -CH 2 - ; -CH 2 CH 2 - ; -CO-CH 2 - ; -CH 2 CH 2 CH 2 
- ; -0-CH 2 CH 2 - ; -S-CH 2 CH 2 - ; - O - C H 2 C H 2 C H 2 - ; - 
S-CH 2 CH 2 CH 2 - ; £ fcfiNJgH^JtK C 3 _ 8 P T/W^r/U&fc «fc tfC 7 _ 2 
8 7 7 *^Sii>£> j! litl 6 fi&& £ ^ tL^*tl W t T ^ T h «fc V n - N H - C H , C 
H 2 -^fcfi-CH 2 -NH-CH 2 CH 2 - ; 
10 XcjJSO ; 



Xd^5CH 2 ; ;0>O 

ffc-a-tt (IV) ©frilfcMi LTHU £*T0fc£» (IV- 1) (IV-2) t> 

15 ^lf^5, 
4t&® (IV- l ) 
5£ 



20 y~/i^& s 






WO 2006/011615 



PCT/JP2005/013995 



10 



15 



Tt J;V>C j_ 6 T/l-3^i/S N C 6 . H 7!J —/US, C 6 _ 14 T y-yU^-^r^Sfci 
VC 7 _ 16 r7/u^/^^^i/S^b^^^^^'5fi^S^r-?■tL•? ^ ^^^rL•rv^•Cfe<tv^7 
x=/ug£fcfif >^-/uS-cfoS 0 

Xe'tt, L < ftt&£^ -O-, -CH 2 -0-, -CO-, -CONH-, 
-N (CH 3 ) CH r> -S-CH 2 -^ytfi-CH = CH-T'fc5 0 

#Ac 2 te, t<^t$e)^wC 1 _ 6 T/udr/^ST*am$^^TV^T^J;v^-<^^> 

it (iv- i) *sj:tffcJB©a; (iv-2) {c&v^-c, 






(IV- 2) 



Ar' 



•Xe £ 




-Ac» 



COOH 



(IV-2) 

[SC«t», Ar 2 ^&£;ft-C^-Ct>iV^T>/y/Ug£ % 
Xe 2 {±ij^^^fc:Ji±^m^^i^^t5f@W^-<-f— 

20 gtBc 2 te5ftV^7MS£^1\ ] T-*$nS-fb^ 0 

r^T\ Ar 2 fi, ff*t<ttC 6 _ 14 ry-/uS*jJ;]y«C 1 .,T/u*/uS*»e>jltf 
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Xe 2 te, #£L<fi-N (R 12 ) - (CH 2 ) md-^fcte-S- (CH 2 ) md- 

So 

tt£#5 (IV) (D&WiMfcMk UT(i, 
uy-i-'f /H^i ; 

8-[(2',6'-v ! ^f/H^7 1 ^H-^^)^ ^V]-2 ( 3,4,5-ff7t Ko-l-^V 

{5-[(2',6'-i?/?-sW7*~/l'-3-<{/U)/ h^v']-2,3-v ? t Kp-1H--< 

{6-[(2',6'-vM fvUk*'7:iL=/W3--l';vM h*5/]-2,3-^fc h*o-l-^y/77 
^-3-f /U}g^ ; 



15 (6-{[3-(2-^f L /U-l-7"7f-/U)^^v ? /H^-df;x}-2 I 3-v ! t Kp-1—^/7 7 >- 

[6- ( {4- [(2-7i ~/WlH-> f ^ 1— f /U) ^ ^-/W] ^ ^ * * '» -2, 3- V s k 
Kp-1-^^)/7 7>-3-1'/W]^ ; 

(6- { [4* - * *,) -2' , 6' - *J * f>V\f 7 =. = /U-3-^ /U] * Y**/) -2, 3- v 5 

20 tKn-i-^yy??^-^^)!^; 

(6-{[4'-(2-^ hdr^i h -2' , 6' - ^ f ;H^7 i = ^-3-^f ^ h*^}- 
2,3-^t KD-i-^y/77^-3-'f/v)Sg6 ; 

(6-{[4'-(2-j: h^i^i K-»-2 , ,6'-^^f/l't*7i=;H^/l']^ h*->}- 
2,3-v ! t Ko-l-^VT'7 7 >'-3--l'-'l')@^^7J/^v' , 7 A ; 
25 (6-|[6-(^y^t^'»-2 , ,6 , -^^f^f7x=^-3-^/U]^ h ^}-2, 3-v? 

(7) W02005/051890t:i|E«££ftfc5£ : 



WO 2006/011615 



PCT/JP2005/0 13995 



(Rd')tb 

[it'K tbteO, U 2, 3£fcfi4£ ; 
Rd'ii7/i^K Tfr** 9 Sy ^p^, /nb7/K;K = is 7 / H Hit 
— NRd'Rd 8 (Rd%* e tt> < Rd 8 tt34iz:tTH*yt{j:T/U'^/i'$r^-r) £; 
5 Rdfi-OH^fc«-NRd 2 Rd 3 (Rd 2 fcJ;t>'Rd 3 m!feiz: LTH^fcte- (Q')tc-Rd 4 (tc 
140* l£fcf42& ; 0^47/1^ ; Rd , l47/i'^K -'>n7/l'^K 7!)- 

/u % ^xn7!;— /K pi/^ij;^ t h'n^i/, 7yW3=¥v'£fcf47 D — >v 

Rd 5 l±&£LTH£fcti:7/l'=¥/l'£ ; 
10 Yd(4^ftmfi&£ftTl^Tfc4^7y-/l'£fcf4^xn7!;-/l'& ; 
taf40£f::f4l£ ; 

Q 2 fi-NRd 5 -, -0- N -S-, -0(CH 2 )td-£fcf4-CH 2 - (td{4l, 2£7tf43£ 
^"t") £ ; 

15 J^MtKlitwI^fcl^O^D Yyyy 0 

it&m (V) o«*ii^B y ft LTf4, *ft-e*ifl&!ELfcfc£* 

ik^flfe (V) © 

tb#0 ; Rd^-OH ; Rd 5 ^H ; Yd^C M 7/l'*/l', C,_,7^3**A AD^yl 
20 fcl4C 1 _ 6 ^oT^/^T-g&£ftTV^t>4V^i~/U ; *fcf4Yd#C,_,7Vl'*7K 
7!)-^fctt^fo7 JJ~/ut?fi«l$jxTV^T'bJ:V^TV r y/i' ; ta#0*fc 
f4l(0£L<f4l) ; Q 2 ^-0- ; ^ORd 6 ^/N D y>^ C,_ 6 7/U*/K C,_ 6 7 

/u a * -ft iic t _ 6 /N p 7 ^ * ^u-efilfc ^tLTv^xfc J; v n 7 f b-g-4fc a* 

25 ^ieo^/U7^^/U[> 1/7 2|kiM«^?Mli, G PR407=f-^ hfc-t© 
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mmm® (#k tb, v-t*. ^ 

££&£fK«]:oTg&5;^ WX-tf 1~9 Oti%, »^L<li5~8 0li% 
5 -C£>5„ 

/k fv/y, a^v^^, r^by^ ^-t^n-^, isemst kp 

15 ^^^A&^j^if ibftSo 

20 -^MJ^A, ^^ir/up-^., D--^>=h-/K FWnp-^, x^r* 

1> ]) 7°;Vyl/, t KP^'^nkV^n^, t KP^E-^pf/Mf/l' 

— ^/i^40rV^^/Hr^P— *#/Ui/?A x ^ p * j)/V* p — h y £ A, 
p tVHr/WP-*&,^W btb-5o 

t'p t°u-^^y /k #y ji^-u^^y =-/k F^oav-i ;* 

y-m i^^i'Wbw. 

24 
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mmfalbtoa&MteWk LTtt, #y*f- u^V]) =»-/k /ntuy^yn 

5 *mmtm<D&mtemt itit ^T7y/^yx^y^75y, ^y^ 
15 mwti?tfmtft>inz>o 

25 bftSo 

ih*ffl©#Sfc0d£ Ltd f-^^y >-t- h y yy^/uy^-y^r^y 

25 
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mm, mmm mam) %<D#mnMtfmf bti. rnki2*n^ni&n 
xt>«tv\ ^HbSsi^j^^T't, %m&hzw*=>y77 4T^xizmnz>mQ 

10 #ffi$K:±0Mig-rsrias-e£5. 

td&BBi-Sr t*S*>5) Wt5^^7^^^7^1 (SURl) 

15 frboj yx» >#w*femirzmm *^y*=-^yyri\:&m, m%>& 

20 * p/^d/^; h\ k> r-t k, ^oify^ k, 7*y 

stev^**^ x^yx-^yuTik^tmn^mBmrnfrbtD^yx y yftmzu 

25 Ktfc(i^<0*/Wi/7^ifi7KfP%*^^y = K^fc^ft^WfenSo 
7* y 7$H&ffiii3K©v^nfcjBB1-5 totfcortJ;v\ 

JilSJS^JS, 2g!*m#f» S^^^^. Rtftt?F£ [ I G T (Impaired 
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Glucose Tolerance) ] % I FG (Impaired Fasting Glucose) , I FG 
(Impaired Fasting Glycemia) , H£At££'0r£ [0K #&Pt*, TffjE> JHJR 

je, a 1*11$, *swjtt*s»E*«, (0k « 

$J8%£* l£8g$&*£, iHMI^ &i»*»»lt«»!ffi, Hill) , ffi 

5 nBKie, mt<o®T, mfawmm, mmnmm 

12 6mg/dl»l, 7 5ggpyK-)iMfiti (7 5gOGTT) 2 fl#f?H 

ttngj t^?a*mmm&£. ada (*h»»«^#) &tfwHoo*y£gsg 

15 2 0 0mg/dl»o» (4>fc< ti> 8mfflU±&&*kiX^tl:\<W 
BttJtLttfira* 2 OOmg/d 1 W±fcM>te£JgH#lf[LSf<g# I26mg/d 1« 

* b£Ml|fllfi<h LT^O. 01~100mg/kgM, #*L<I40. 0 
5~30mg/kgM, $ t< ttO. I~10mg/kg*lffc5, 
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*ru m^j^o. o i~i o omm&m^tuf£\,\ 

bmmzintzmM'f ^xv yum xmrn^tcizj-x b*m\<\ ite^i^ft 

tc-a^Lfct h-r y* y yum -.JyxV y&m •, 7vimyj y*v y&$t ; 
15 4 yxy y<D-7 7jf*y hi£tz\*mmfc (M. iNS-if) ) , -{yxyyfi 

* y yH-1ttt%<Di& L< (iw^ % y ^ y * ^ y 

(Reglixane) (JTT-501) > * h if V * y* y (Netoglitazone) (MCC-555) , ]) ifsif ]) 9 
"/ y (Rivoglitazone) (CS-011) „ FK-614, y # if V * if — /V (Ragaglitazar) (NN- 

20 622) % y if if V 9 if - IV (Tesaglitazar) (AZ - 242) % J* y jf V # -f — *V 
(Muraglitazar) (BMS-298585) % EML-16336, W099/585 10 <D Ik ^ (Mz.t£ 
(E) -4- [4- 2-7* = /U~4-^-df9- V )) >l> * 

s<yi?/U**i/s( * /] - 4 -7 s WOO 1/38325 K 15 i4<ZMfc3-#K ^ 

^ y ^ (Edaglitazone) (BM-13-1258) , MBX-102 „ -T ^ if V 9 ^ — 

25 (Naveglitazar) (LY-519818) % MX-6054 , LY-510929 „ y if V y V* y 

(Balaglitazone) (NN-2344) X T-131* 1t\tt<D^ THR-0921^) % PPARyT^-* 
K PPARy7>^^*K PPARy/aT^T/WT^-* K a-^a^-f 

m.mm /-K^ytf-*> t#/m?-*, ?^y h-/K ^s^y^-M N 
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GLP-1, NN-2211, AC-2993 (exendin-4) % BIM-51077, Ai b (8,35) hGLP— 
1 (7,37) NH 2 ] , T^y^r^-^h (0k T^-M^K) , y^*?*^ 

n^yy*xyr?—emmM (0>J> ^t^yith^A) , 

5 -7 s ?- fe? I VPl^lJ NVP-DPP-278, PT-100, P32/98, V 4 tV?? <J -f=fy 

(Vildagliptin) (LAF-237) , P93/01 , TS-021 , MK-0431 , V 9 V ? V 7 ? > 
(Saxagliptin) (BMS-477118)^) , 3 37=^=^ h (0iJ. CL-316243, SR-58611-A, 
UL-TG-307, SB-226552, AJ-9677, BMS-196085, AZ40140) » $S#r£PI*#J (#k 
y\) a~^V***y 7--t?Pl$#k ^3-X-6-*^77^-' t?Pfi§#k 
10 >f)Vj3 ^>f£fct#k yvF^^fy^gfl£7^^^F) , SGLT (sodium- 
glucose cotransporter) PIW^J (i, T-1095K 11/3-fc Kp^r^fn^ 
tKay^-ifPl*^ (0k BVT-3498^) % 7 7 fcfi^<7)f£i&|^ 

IKKP1« (flU AS-2868^) x l^^J&fttt&i^ yvf7i?fyS» 
Sbl^ (W001/25228, W003/42204, W098/4492K W098/45285, W099/22735i2ft<£>'ft; 

15 &tom s *ft\,^**t— eismm R0-28-1675) % jnkpi§is£> gsm/spi^ 

K CT-112) s tt»£M^*5j;t*-t<0i£Aa3S (0k NGF, 

20 NT-3, BDNF, W001/14372^12$iO-;* — p h p 7 ^ ' #&ME)t#J 

(Witf4- (4-^QD7i=;H -2- (2-7<f-/w-l — f^yyy^) 

-5- [3- (2-^f^7i/^) 7°atVW] if) ) , #g 

mtkfemm w. Y-128) , pkcadb (0k ;u#*->***y> ^>u-b 

(ruboxistaurin mesylate ; LY-333531)) , AGEPl^j (0k ALT946, tvyi? 
25 y s \fy h*-V-3-y, N-7it^f7/!)!)A 7"P7>fK (ALT766) % 

Exo-226) , m&wtmm*m (0k *f-*v bm . m&w&&m (0k 3-ry°v b\ 

s y-7h7^fyS«ftffiH (0k BIM23190) , 7#h— 
^^t/l'^a T 1 ^ i^*?"— t?-l (ASK-1) Pl^lg^W btLSo 
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(0ik T'y^T.^f-y, isy^xff-y, u/*x??-y y 7h;^^fy, 7 

tf/Uv^Atfe) ) x T.VTV^&fomnWBWi (0»k W097/10224KI2^ 
(T>\\L&m, #J;itfN- [ [(3R,5S)-l-(3-7ir h^fi/-2,2-v'^f /I^/p t°^)-7- 
5 ^ac-5-(2,3-^ h^^7i^)-2-^^y-l,2,3,5-f h7t Kd-4, l-'O 

7-f:/9— M * ACATR&*£iJ (&L T*i/-r4-7 (Avasimibe) % x.7A,i/T 
47* (Eflucimibe) ) , »>f^-^»»J!B al"*^?^) , /n^^- 

10 /K - ^ ^ > ®? 5& H£'J (#h = 3 * — ^ (nicomol) , =■ ± V |> P — 
(niceritrol)) % >f n-jNO hg&aifvK W^TP^ y^fo^ 
(soysterolh ]) if y — >M y -oryzanol)) ^Wkix5„ 

mjEajt l-o±, yy^y-y^ywmm^mm w. a^h^y/K ^-r 

y7°Vs^ 77/!)^) > ry^^y^yyu^m (m, 

15 l^-tr^vK cfy^y, 3L-?uy-)V$y, /<.;W;v$ y, 7->v*-f/v#y, y 
/W<iJvU*y, ^yfvl^y, l-[[2'-(2,5-v f t Ko-B-^y-4H2,4-**t 
i?7'/- yU-3->fyu) ^yx-^-H^^f^]^ h trzs-lH-^yXJ 5 *V 

AD^fy, ^tf-^fc*^ =.*;u^t°^) N *i)^Aft^lPl (011, 
20 U-/^p-^^yA, L-27152, AL 0671, NIP-121) % ? u -i/y^tfWbtlZ> 0 

mmmtLxte, m^w^mmm w, 7***7 *y7^?zy, 7 

1^7/^?^ 7x^7^^, yT'by^y, 7V7x77*^, T*1-y 
7^?*y, -?yy K— 7x-^7°p^V-/w7? y, ^o^'/u^ 

* ; MCHg^ft^fct^ (#h SB-568849 ; SNAP-7941 ; W001/82925fc it^WOO 1/87834 
25 fc£*;lT,3ft£to«&) ; -~-ns<y°?- KYjSSt* (0L CP-422935^) ;*yf 
tV-f KS*(«t*ljil (0!U SR-141716, SR-147778^) ; ^ HJ >*SStH ; 11/3 
-fcKD^^7D^fK7t Kan- ePWH (0k BVT-3498^) ^) % {$ y 
PIS 31 (0rJ. *f\,y%9y K ATL-962) „ 0 3 7^^ h (#'k CL- 
316243, SR-58611-A, Ul-TG-307, SB-226552, AJ-9677, BMS-196085, AZ40140) % 
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KttAtfcjww* cntf temfrnm^m®*) ) , =» 

h*5V7^7 h (#K hy^h, FPL-15849) fcftS. 

5 h\ P'O^T^K, h^o/Mf-T^K, tKn^BBf7^K, tK 
>f^of7^K) % K7/uK^rnySII M s xt°a ; by. b 

vt&t-vv) s mtwmtm&n m. r^tvvx k) , tv^vw 
10 5/t?K, >ryy;nfK, ?/?~b\ 7ntn* 

^x^y b y !7 A(dalteparin sodium)) , 9 ^7 7 V y (0k V 
;V7r V y*>)) , SthP^^^IH (0k 7/W# h D/^Xaragatroban)) „ 

15 rfQ.f£?g$?|g (0k 7 p 7"— (urokinase), y ^f-t"— ¥ (tisokinase) % 

7°7 — if (alteplase) % 7~7 7° 7 — i? (nateplase) „ i^T 7° 7 — if (monteplase) N 
/<5f77- t? (pamiteplase) ) , jfiL/h£»&*|lflilJ$ ( . lif^B^ 
(ticlopidine hydrochloride) „ -> p 7. ^ N /— (cilostazol) „ 'faf^yhli 
^VU„ ^< 7 7° p * h 7" h y "7 (beraprost sodium), ^^i^/W^ 7* U 7 — h 

20 (sarpogrelate hydrochloride)) l^^^if <btl£o 

#3BWfi» £fef::> rGPR40T=f=^ h«r£*TLTfcS, ^^7^^/H>l/7S 

(0k 7,/u7t-/n)^7ft^, yxvyftm® 

::t, GPR407' =*":=■ 7. b „ 7>/l^7^-/U!7 ^T^«J*>* «tO ? i£S!ltt'f y > 
lElfcMKt GPR40Tp*=* h*JflV*T, IMteAfry VT 2 
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5 ^T«o|£i60iJ:fcctt>'IIMJK::fc^T, 4-([2',6'-^?vu-i, V -\fy ^=.ju]- 

it&VOA (I50mg) % %m (1184mg) , (360mg) , HPC-L 

(j8jp°p£, 0*WjS (80 ®D (60mg) N #^*>^?vUi?/Un-;*#7Uv-«7 
10 A (j8jp R p £ : ECG5 0 5, 3E^Hp°p (80 Hi) (60mg) % ffi&^SUu-X (jft 
p°p^ : 7t't/K M«X^ (») Hi) (172mg) fci^f T ^i^n V!) 
A (I4mg) SrfL^T'^-r^o '&htlZ>&&m<D b ^OOmg^faEE #^5£:/ 

15 [N-STZ-1.57 y Y<DWUfc] 

Ml.5 0<D$H£WKY7 y b\ZX YV7°yy*sV (STZ) (120mg/kg#S) & 

2iM^f/K*&5N-STZ-1.57 y hSr^MLfCo 
N-STZ-1.57 5/ h (m&s 18EE) ^i/y^y^7^K (lOmg/kgftfi/ 0 ) 
£4ilP B 1igl3ji£q&-«3-LT, l»lL-C^f3ffS^^y^7? K (lOmg/kg 
20 &fi/B) ^2ii^ig0^P^#L-C, 7^7^=/^l/7 2M2l||^ 
ffrb Ltcm, vy h*A~cm<D3m (#6EE) Ap Kfi 

0. 5% p^/Mr/i-P BlfH(ii/y-<>^y ^ K (lOmg/kgffcS) 

c^^fiib^A domg/kgflsfi) ^^en-eiiipa^Lfc. 

oV>-C&#30#&t-> #7 y Mn g /kgftfi<^/U3-*$t£jgq&ij-U 
25 =>-xm®5-Wit®5-10, 30, 60^<tt>*120^lC % 7>> MW^^rfllL, ifo. 

*yh (m&%, ^^/^Um^mi:) «:ffl^t7W A/ 7 y±-(\z£<Q 
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[*i] c^2] k*i- q mq<nm*¥-®m (n=6) sr^-t. 

5 



m 




jMft = - * ±|H& (mg/dl) 


Am (mm) 




181.65 




K) 


178. 40 


cmut&voA) 




107. 12 


:*2] 




a«k*hs) 




25. 58 




K) 


29. 37 


c»(ft;iMfcA) 




42. 76 



[*i] fc*3ix$J:5fc, 7^7t^/^ U7 2W 2IM7 y M: 
ftT»ftimbix4a>oft^, fb^A (GPR407=^*M Sra4tfc»^»Cfl» 
[*2] d^ftS-fc ^/V7 1 =^ !7 1^7 2 fti^ll 2 Iff liffi 5 

25 ^y^±#»*ttK4:A/^#e>Jx/iA>ofc36S, ft^ttA (GPR40T=i^* h) 

&m*mto&'( y*v yftwmmx-izj y* v y^m^^mhn-r, Ltc& 
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xmrnft. a*x'tttm£fttc¥fm2 o 04-218736 %mmt lx^*>. 
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5 3. ^^7d-^^i/7 2»:jsw»^ y ^^itHKjgB-r sis 
i ia«t©?w. 

5. GPR40T h#s£ : 

Y — COOH (I) 

i um<Dm 0 

7. HWL»*fc»LT, GPR407=i'=* h ^ 5, 
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